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T.T.AT.MS 



WHAT IS CLAIMED IS: 



1. A fnethod of treating affective disorder, 
anxietyAdepression, headache, irritable bowel 
syndrome, \post-traumatic stress disorder, supranuclear 
palsy, immune suppression, Alzheimer's disease, 
gastrointestinal diseases, anorexia nervosa or other 
10 feeding disorder, drug addiction, drug or alcohol 
withdrawal symptoms, inflammatory diseases, 
cardiovascularW heart-related diseases, fertility 
problems, humanXimmunodef iciency virus infections, 
hemorrhagic stress, obesity, infertility, head and 
15 spinal cord traumLs, epilepsy, stroke, ulcers, 

amyotrophic lateral sclerosis, hypoglycemia or a 
disorder the treatment of which can be effected or 
facilitated by antagonizing CRF, including but not 
limited to disorders \nduced or facilitated by CRF, in 
20 mammals comprising administering to the mammal a 
therapeutically effective amount of a compound of 
Formulae (1) or (2) : 





Ar 



25 



(1) 



(2) 



and isomers thereof, stereo isomeric forms thereof, or 
mixtures of stereoisomer^ forms thereof, and 
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pharmaceutically acceptable salt forms thereof, 
wherein: 



Z is 



or 



CR 2 ; 



10 



Ar is selected from phenyl, naphthyl, pyridyl, 
pyriraidinyl, triazinyl, furanyl, thienyl, 
benzoohienyl, benzofuranyl, 2,3- 
dihydrobenzofuranyl, 2, 3-dihydrobenzothienyl, 
indanyl,\l, 2-benzopyranyl, 3/ 4-dihydro-l, 2- 
benzopyran^l, tetralinyl, each Ar optionally 
substituteo\with 1 to 5 groups and each Ar is 
attached to an unsaturated carbon atom; 



15 R 1 is independently ^selected at each occurrence from 
H, C1-C4 alkyl, V2-C4 alkenyl, C2-C4 alkynyl, 
halo, CN, C1-C4 h&loalkyl, C1-C12 hydroxyalkyl, . 
C2-C12 alkoxyalkyl)v C2-C10 cyanoalkyl, C3-C6 
cycloalkyl, C4-C10 Cycloalkylalkyl, NR^rIO f Ci- 

20' C4 alkyl-NRSRiO, Nr9\oR 10 , OR 11 , SH or S(0) n R 12 ; 



25 



R 2 is selected from H, C1-C4 alkyl, C2-C4 alkenyl, C2- 
C4 alkynyl, C3-C6 cycloalkyl, C4-C10 
cycloalkylalkyl, C1-C4 hWroxyalkyl , halo, CN, - 
NR6r7, NR^COR 10 , -NR 6 S(0)AR 7 , S(0) n NR 6 R 7 , Ci~ 
C4 haloalkyl, -OR 7 , SH or \s(0) n R 12 ; 



30 



35 



r3 is selected from: 

-H, OR 7 , SH, S(0) n R 13 / COR 7 , V02R 7 , 

OC(0)R 13 , NR 8 C0R 7 , N(COR 7 \ 2 , NR 8 CONR 6 R 7 , 
NR8CO2R 13 , NR 6 R 7 , NR 6a R 7a \ N(OR 7 )R 6 , 
CONR^R 7 , aryl, heteroaryl 3jid heterocyclyl, 



or 



-C1-C10 alkyl, C2-C10 alkenyl, C2'\ClO alkynyl, 
C3-C8 cycloalkyl, C5-C8 cycloVlkenyl, C4- 
C12 cycloalkylalkyl or Ce-Cio 
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10 



15 



20 



cycloalkenylalkyl, each optionally 
substituted with 1 to 3 substituents 
in\depe nd e ntl y selected at each occurrence 
frdm C1-C6 alkyl, C3-C6 cycloalkyl, halo, 
C1-Q4 haloalkyl, cyano, OR 15 , SH, 
S(0)rfR 13 , COR 15 , CO2R 15 , OC(0)R 13 , 
Nr8cOR 15 , N(COR 15 )2/ NR 8 CONR 16 R 15 , 
NR 8 C02V 3 , NR l6 R 15 , CONR 16 R 15 , aryl, 
heteroaVyl and heterocyclyl; 

R 4 is independent ly\ selected at each occurrence from: 
C1-C10 alkyl, G^-CiO alkenyl, C2-C10 alkynyl, 
C3-C6 cycloalkyl, C4-C12 cycloalkylalkyl, NO2, 
halo, CN, C1-C4 haloalkyl, NR 6 R 7 , NR8C0R 7 , 
NR 8 C0 2 R 7 , COR 7 , OR 7 , CONR^R 7 , CO(NOr9)R 7 , CO2R 7 , 
or S(0) n R 7 / where \each such C1-C10 alkyl, C2~ 
C10 alkenyl, C2~Ci\ alkynyl, C3-C6 cycloalkyl 
and C4-C12 cycloalkylalkyl are optionally 
substituted with 1 tb 3 substituents 
independently selecteVi at each occurrence from 
C1-C4 alkyl, NO2, halo. CN, NR^R 7 , NR 8 C0R 7 , 
NR8CO2R 7 , COR 7 OR 7 , CONRSr 7 , CO2R 7 , CO(NOr9)R 7 , 
or S(0) n R 7 ; 



25 R 6 , 



30 



35 



R 7 , R 6a and R 7a are independently selected at each 
occurrence from: 
-H, 

-C1-C10 alkyl, C3-C10 alkenVl, C3-C10 alkynyl, 

C1-C10 haloalkyl with A-10 halogens, C2-C8 

alkoxyalkyl, C3-C6 cycloalkyl, C4- 

C12 cycloalkylalkyl, C5-C10 cycloalkenyl, 

or C6-C14 cycloalkenylalkVl, each 

optionally substituted with 1 to 3 

substituents independently Selected at each 

occurrence from Ci-Cg alkyl, \C3~ 

C6 cycloalkyl, halo, C1-C4 haVoalkyl, 
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\ cyano, OR 15 , SH, S(0) n R 13 , COR 15 , CO2R 15 , 
\ OC(0)R 13 , NRSCOR 15 , N(CORl5) 2/ NR 8 CONRl6 R 15 f 
\nR 8 C02R 13 / NRl6 R 15 / C0NR 16 R 15 , aryl, 
Veteroaryl or heterocyclyl, 
-arylXaryl (C1-C4 alkyl) , heteroaryl, 

heteroaryl (C1-C4 alkyl), heterocyclyl or 
hetferocyclyl (C1-C4 alkyl); 

alternatively, NR 6 R 7 and NR 6a R 7a are independently 
piperidine, pyrrolidine, piperazine, N- 
methylpiperazineAmorpholine or thiomorpholine, each 
optionally substituted with 1-3 C1-C4 alkyl groups; 

r8 is independently \selected at each occurrence from H 
or C1-C4 alkyl;\ 

r9 and R 10 are independently selected at each 
occurrence from HA C1-C4 alkyl, or C3-C6 

cycloalkyl; \ 

Rll is selected from H, Q1-C4 alkyl, C1-C4 haloalkyl, 
or C3-C6 cycloalkyl ;\ 

R 12 i s C1-C4 alkyl or C1-C4 haloalkyl; 

r13 i s selected from C1-C4 aa^yl, C1-C4 haloalkyl, C2~ 

C12 cycloalkylalkyl, aryY, aryl (C1-C4 alkyl)-, 
heteroaryl or heteroaryl OC1-C4 alkyl)-; 

Ri4 i S selected from C1-C10 alkyV, C3-C10 alkenyl, C3- 

C12 cycloalkylalkyl, each optionally substituted 
with 1 to 3 substituents independently selected 
at each occurrence from Ci-C6Vlkyl, c 3~ 
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Cfe cycloalkyl, halo, C1-C4 haloalkyl, cyano, 
OR^ 5 , SH, S(0) n R 15 / COR 15 , C02R 15 , OC(0)R 15 , ' 
NR 8 \oR 15 , N(COR 15 )2/ NR 8 CONR 1 6 R 15 , NR 8 C02R 15 / 
N Rl6fcl5, C0NR 16 R 15 , and C1-C6 alkylthio, C1-C6 
alkylsulf inyl and C1-C6 alkylsulf onyl; 



$ 

i, f 1 

y 

a 

%\ 

HI 
ill 



R 15 and R 16 aVe independently selected at each 
occurrence from H, C1-C6 alkyl, C3-C10 
cycloalkyA C4-C16 cycloalkylalkyl, except that 
10 for StOJnR 1 ^/ R 15 cannot be H; 

aryl is phenyl or toaphthyl, each optionally 
substituted with 1 to 5 substituents 
independently selected at 
15 each occurrence \from C1-C6 alkyl, C3- 

C6 cycloalkyl, halo, C1-C4 haloalkyl, cyano, 
OR 15 , SH, SCOnR 1 ^* COR 15 , C02R 15 / OC(0)R 15 , 
NR 8 COR 15 , N(C0R 15 )\, NRScONR 1 6 R 15 , NR 8 C02R 15 , 
NR 16 R 15 f and CONR 1 ^ 15 ; 

20 \ 

heteroaryl is pyridyl, pyrdmidinyl, triazinyl, 

furanyl, pyranyl, quiftolinyl, isoquinolinyl , 
thienyl, imidazolyl/ tfoiazolyl, indolyl, 
pyrrolyl, oxazolyl, benVofuranyl, benzothienyl, 

25 benzothiazolyl, isoxazory 1 / pyrazolyl, 2,3- 

dihydrobenzothienyl or 2 \3-dihydr0benz0furariyl, 
each being optionally substituted with 1 to 5 
substituents independently^ selected at each 
occurrence from C1-C6 alkylV C3-C6 cycloalkyl, 

30 halo, C1-C4 haloalkyl, cyana OR 15 , SH, 

S(0) n R 15 / -COR 15 , C02R 15 , Oc\o)R 15 , NR 8 COR 15 , 
N(COR 15 )2/ NR 8 CO NR l6 R 15 , NR 8 CO^R 15 , NR l6 R 15 , and 

CONR 16 R 15 ; 
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heterocyVlyl is saturated or partially saturated 

hetervoaryl, optionally substituted with 1 to 5 
substi^uents independently selected at each 
occurrerifce from C1-C6 alkyl, C3-C6 cycloalkyl, 
5 halo, C1-O4 haloalkyl, cyano, OR 15 , SH, 

s(0 ) n Rl5 / (WlS, C02R 15 , OC(0)R 15 , NRSCOR 15 , 
N(COR 15 ) 2 / NR^CONR 16 R 15 , NR 8 C02R 15 / NR 15 R 16 , and 
CONR 16 R 15 ; \ 




10 n is independently at d^ach occurrence 0, 1 or 2; 

with the proviso that whe\ Z is CR 2 , then R 3 is not 
NR 6 R 7 , NR 6a R 7a or OR 7 . V 

15 2. A method of claim 1 wherein, in the compound of 
Formulae (1) or (2), Ar is phenyl, pyridyl or 2,3- 
dihydrobenzofuranyl, each optionally substituted with 
1 to 4 R 4 substituents . 



20 3. A method 6f claim 1 wherein, in the compound of 
Formulae (1) oV (2), A is N, Z is CR 2 , Ar is 2,4- 
dichlorophenyl,\2, 4-dimethylphenyl or 2,4,6- 
trimethylphenyl,W and R 2 are CH 3 , and R 3 is NR 6a R 7a . 

25 4. A compound of \Formulae (1) or (2) : 
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Ar 



(2) 



and isomers thereof, stereoisomeric forms thereof, or 
mixtures of stereousomeric forms thereof, and 
pharmaceutical ly acceptable salt forms thereof 
wherein: 



10 



15 



Z is N or CR 2 ; 

Ar is selected from phefc^W/ naphthyl, pyridyl, 
pyrimidinyl, tria^ilhyl, furanyl, thienyl, 
benzothienyl, benzofuranyl, 2,3- 
dihydrobenzofuranyl, \2, 3-dihydrobenzothienyl, 
indanyl, 1 , 2-benzopyrAnyl, 3, 4-dihydro-l , 2- 
benzopyranyl, tetralinVl, each Ar optionally 
substituted with 1 to 5\R 4 groups and each Ar is 
attached to an unsaturated carbon atom; 



20 R 1 is independently selected aA each occurrence from 
H, C1-C4 alkyl, C2-C4 alkehyl, C2-C4 alkynyl, 
halo, CN, C1-C4 haloalkyl, C1-C12 hydroxyalkyl, 
C2-C12 alkoxyalkyl, C 2 -Cio c^anoalkyl, C3-C6 
cycloalkyl, C4-C10 cycloalkylalkyl , NR 9 R 10 , Ci~ 

25 C4 alkyl-NR 9 R 10 , NR 9 COR 10 , OrY 1 , SH or S(0) n R 12 ; 
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R 2 is\selected from H, C1-C4 alkyl, C2-C4 alkenyl, C2" 
alkynyl, C3-C6 cycloalkyl, C4-C10 
cyfcloalkylalkyl, C1-C4 hydroxyalkyl, halo, CN, - 
NR^fe 7 , NR 9 COR 10 , -NR 6 S(0) n R 7 , S(0) n NR 6 R 7 , Cl~ 
5 C4 hialoalkyl, -OR 7 , SH or -S(0) n R 12 ; 



CO 

ru 



n 

■S33 



10 



15 



20 



r3 is selected from: 

-H, OR 7 \ SH, S(0) n R 13 / COR 7 , C02R 7 , 

OC(\)R 13 , NR 8 COR 7 , N(COR 7 ) 2 / NR 8 CONr6r 7 , 
NR 8 CG>2R 13 , NR 6 R 7 , NR 6a R 7a , N(OR 7 )R 6 , 
CONR 6 R 7 , aryl, heteroaryl and heterocyclyl , 

or 

-C1-C10 alky\, C2-C10 alkenyl, C2-C10 alkynyl, 
C3-C8 cyfcloalkyl, C5-C8 cycloalkenyl, C4- 
C12 cycld&lkylalkyl or C6-C10 
cycloalkerVylalkyl, each optionally 
substituted^ with 1 to 3 substituents 
independently selected at each occurrence 

/C3-O6 cycloalkyl, halo, 
cyano, OR 15 , SH, 



25 



30 



from C1-C6 a 
C1-C4 haloal 

S(0) n R 13 , COl( 15 \ C02R 15 # 0C(0)R 13 , 
NR 8 COR 15 , N(COR 1 X)2 
NR 8 C02R 13 , NR 16 R^ 
heteroaryl and hetJ 



NR 8 CONR 16 R 15 , 
CONR 16 R 15 , aryl, 
rocyclyl; 



R 4 is independently selected 

C1-C10 alkyl, C2-C10 alkeri^ 
C3-C6 cycloalkyl, C4-C12 c 
halo, CN, C1-C4 haloalkyl, 



each occurrence from: 
r l, C2-C10 alkynyl, 
:loalkylalkyl, N02/ 
*(r6r 7 , NR 8 COR 7 , 



35 



NR 8 C0 2 R 7 , COR 7 , OR 7 , CONR^R 7 ,\ CO (NOR 9 ) R 7 , CO2R 7 , 
or S(0) n R 7 / where each such cV-Cio alkyl, C2" 
C10 alkenyl, C2-C10 alkynyl, c\-C6 cycloalkyl 
and C4-C12 cycloalkylalkyl are Optionally 
substituted with 1 to 3 substitufents 
independently selected at each occurrence from 



-199- 



DM-6864-B 



Ci-Ctf alkyl, N02, halo, CN, NR 6 R 7 , NR 8 COR 7 , 
nr 8 ccLr 7 , COR 7 OR 7 , CONR 6 R 7 , C02R 7 , CO(NOR9)R 7 , 

or s (O) n R 7 ; 



10 



15 



20 



25 



r6, r7, R*>a a Vci R7a are independently selected at each 
occurrence from; 
-H, 

-Ci-Cio al^Vl, C3-C10 alkenyl, C3-C10 alkynyl, 

C1-C10 Valoalkyl with 1-10 halogens, C2-C8 
alkoxyalkyl, C3-C6 cycloalkyl, C4- 
C12 cycAalkylalkyl, C5-C10 cycloalkenyl, 
or C6-Ci4\cycloalkenylalkyl, each 
optionally\substituted with 1 to 3 
substituent^ independently selected at each 
occurrence fVom C1-C6 alkyl, C3- 
C6 cycloalkyA halo, C1-C4 haloalkyl, 
cyano, OR 15 , sk\s/(0) n ^ 13 f COR 15 , CO2R 15 , 
OC(0)R 13 , NRScpEj 5 , N(COR 15 )2/ NR8CONR 1 6 R 15 , 
NR 8 C02R 13 / NR* 6 R^ 5 , CONR 16 R 15 , aryl, 
heteroaryl or hetWocyclyl, 
-aryl, aryl (C1-C4 alkyl\) , heteroaryl, 

heteroaryl (C1-C4 aikyl) , heterocyclyl or 
heterocyclyl (C1-C4 alkyl) , 

alternatively, NR 6 R 7 and NR 6a RA a are independently 

piperidine, pyrrolidine, pipera^ine, N- 

methylpiperazine, morpholine or thiomorpholine, each 

optionally substituted with 1-3 C:\-C4 alkyl groups; 



r8 is independently selected at eaqh occurrence from H 
30 or C1-C4 alkyl; 



35 



r9 and R 10 are independently selected at each 
occurrence from H, C1-C4 alkyl, \r C3-C6 

cycloalkyl; 
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R l\ i s selected from H, C1-C4 alkyl, C1-C4 haloalkyl, 
or C3-C6 cycloalkyl; 

l 12 is C1-C4 alkyl or C1-C4 haloalkyl; 



Q 

m 
m 



m 
a 



10 



Rl3 is ^elected from C1-C4 alkyl, C1-C4 haloalkyl, C2- 
C8 \lkoxyalkyl, C3-C6 cycloalkyl, C4- 
C12 Vycloalkylalkyl, aryl, aryl (C1-C4 alkyl)-, 
heterfearyl or heteroaryl (C1-C4 alkyl)-; 

R 14 is selected from C1-C10 alkyl, C3-C10 alkenyl, C3- 
C10 alkyWl, C3-C8 cycloalkyl, or C4- 
C12 cycloalkylalkyl, each optionally substituted 
with 1 to S substituents independently selected 
15 at each occurrence from C1-C6 alkyl, C3- 

C6 cycloalky^, halo, C1-C4 haloalkyl, cyano, 
OR 15 , SH, S(O0nR 15 , COR 15 , C02R 15 , OC(0)R 15 , 
NRSCOR 15 , N(C0R 1 5) 2 r NR 8 CONRl6 R 15 / NR8C02R 15 , 
NR 16 R 15 , CONR 1 ®<p\p& , and C1-G6 -alkylthio, C1-C6 
20 alkylsulfinyl a$&\c\-C(> alkylsulf onyl; 

R 15 a nd r16 are independently selected at each 
occurrence from H,\ci-C6 alkyl, C3-C10 
cycloalkyl, C4-C16 csycloalkylalkyl, except that 
25 for S(0) n R 15 / r15 ca\not be H; 



30 



aryl is phenyl or naphthylAeach optionally 
substituted with 1 to 5\ substituents 
independently selected a\ 
each occurrence from C1-O6 alkyl, C3- 
C6 cycloalkyl, halo, Ci-CA haloalkyl , cyano, 
OR 15 , SH, S<0> n R 15 , COR 15 , Vo2R 15 / OC<0)R", 
NR 8 COR 15 , N(COR 15 ) 2 , NrScONFO^R 15 , NR8c02R 15 , 
NR 16 R 15 r an d C0NR 16 R 15 ; 



35 
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a 

Nil 



HI 



10 



15 



20 



25 



heteroaryl is pyridyl, pyrimidinyl , triazinyl, 

funanyl, pyranyl, quinolinyl, isoquinolinyl , 
thianyl, imidazolyl, thiazolyl, indolyl, 
pyrr©lyl, oxazplyl/ benzofuranyl , benzothienyl , 
benzothiazolyl, isoxazolyl, pyrazolyl, 2,3- 
dihydtfpbenzothienyl or 2 , 3-dihydrobenzofuranyl, 
each being optionally substituted with 1 to 5 
substitments independently selected at each 
occurrence from C1-C6 alkyl, C3-C6 cycloalkyl, 
halo f haloalkyl, cyano, OR 15 , SH, 

S (0) n R 15 / VcOR 15 , CO2R 15 / OCtOlR 1 ^ NR^COR 15 , 
N(COR i5 )2/ \^r8conr 16 R 15 , NR 8 C02R 15 / NR 16 R 15 , and 

CONR 16 R 15 ; 

heterocyclyl is saturated or partially saturated 

heteroaryl, optionally substituted with 1 to 5 
substituents independently selected at each 
occurrence from y[yrp6 alkyl, C3-C6 cycloalkyl, 
halo, C1-C4 halofio^yl, cyano, OR 15 , SH, 

S(0)nR i5, cor 15 , ao 2 R 15 , oc(0)R 15 , nrScor 15 , 

N(C0R 15 )2/ NRSCONR^R 15 , NR 8 C02R 15 / NR 15 R 16 , and 
CONR 16 R 15 ; 

n is independently at each\ occurrence 0, 1 or 2; 
with the provisos that: 



30 



35 



(1) when Z is CR 2 and R 2 ik H and R 3 is OCOR 13 and 
R 7 is H, then R 1 is notui, OH or SH; 

(2) when Z is CR 2 and R 1 is £H 3 or C 2 H 5 and R 2 is H, 
and R 3 is H, CH 3 , C 2 H 5 , C$R 5 , n-C 3 H 7 , i-C 3 H 7 , SH or 
SCH 3 , then Ar is not phen^Al or m-CH 3 -phenyl ; 

(3) when Z is CR 2 and R 2 is -NR^S0 2 R 7 or -S0 2 NR 6 R 7 , 
then R 3 is not SH; and 
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(4) whefo Z is CR 2 , then R 3 is not NR 6 R 7 , NR 6a R 7a or 
OR 7 A 

5 5. A compound of claim 4 and isomers thereof, 
stereoisomer^ forms thereof, or mixtures of 
stereoisomericV forms thereof, and pharmaceutical ly 
acceptable salt\ forms thereof wherein Ar is phenyl, 
pyridyl or 2, 3-ddhydrobenzofuranyl, each optionally 

10 substituted with\l to 4 R 4 substituents . 

6- A pharmaceutical composition comprising a 
pharmaceutical^ acceptable carrier and a therapeutical- 
ly effective amount \of a compound of claim 4. 

15 \ 

7. A pharmaceutical composition comprising a 
pharmaceutical^ acceptable carrier and a therapeutical- 
ly effective amount of \a compound of claim 5. 

20 8* A compound of FormiKT^ (2) of claim 4 and isomers 
thereof, stereoisomeric / fttrms thereof, or mixtures of 
stereoisomeric forms thereof, and pharmaceutical ly 
acceptable salt forms thereof • 

25 9. A compound of claim 8 And isomers thereof, 
stereoisomeric forms thereofA or mixtures of 
stereoisomeric forms thereof, \ and pharmaceutical ly 
acceptable salt forms thereof Wherein Ar is phenyl, 
pyridyl or 2, 3-dihydrobenzof urknyl and each Ar is 

30 optionally substituted with 1 tV> 4 R 4 substituents. 

10, A compound of claim 8 and ikomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomeric forms thereof, and pharmaceutical ly 
35 acceptable salt forms thereof wherein R3 is NR^ a R 7a or 
OR 7 . \ 
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11. A compound of claim 8 and isomers thereof, 
stereoi\someric forms thereof, or mixtures of 
stereoisomeric forms thereof, and pharmaceut ically 
acceptable salt forms thereof wherein Ar is phenyl, 
pyridyl ofi 2, 3-dihydrobenzofuranyl, and each Ar is 
optionally\substituted with 1 to 4 R 4 subst ituents, and 
R3 is NR 6 ^RAa or OR 7 . 

12. A compound of Formula (1) of claim 4 and isomers 
thereof, stere^oisomeric forms thereof, or mixtures of 
stereoisomeric \ forms thereof, and pharmaceutical^ 
acceptable salt\ forms thereof wherein Z is CR 2 . 



13. A compound Af claim 12 and isomers thereof, 
stereoisomeric foAms thereof, or mixtures of 
stereoisomeric forms thereof, and pharmaceut ically 



acceptable salt fori 
pyridyl or 2,3-dihy 
optionally subst itut 



thereof wherein Ar is phenyl, 
Jenzofuranyl and each Ar is 
with 1 to 4 R 4 substituents . 



14. A compound of claim 19 and isomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomeric forms theVeof, and pharmaceutical^ 
acceptable salt forms thereof wherein: 



R^a i s independently selected from: 
-H, 

-Ci-Cio alkyl, C3-C10 aYkenyl, C3-C10 alkynyl, 

C1-C10 haloalkyl with 1-10 halogens, C2-C8 
alkoxyalkyl, C3-C6 cWloalkyl, C4- 
C12 cycloalkylalkyl, \c5-C10 cycloalkenyl, 
or C6-C14 cycloalkenylalkyl, each 
optionally subst ituted\with 1 to 3 
substituents independently selected at each 
occurrence from C1-C6 alVyl, C3- 
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\C6 cycloalkyl, halo, C1-C4 haloalkyl, 
jyano, OR 15 , SH, S<0) n R 13 , COR 15 , CO2R 15 , 

(O)R 13 , NR 8 C0R 15 , N(C0R 15 )2. NrScONR 1 6 R 15 , 
NI\ 8 C02R 13 , NR 16 R 15 , CONR 16 R 15 / aryl, 
heteroaryl or heterocycly 1 , 
-aryl, aryl (C1-C4 alkyl)-, heteroaryl, 
heteroaryl (C1-C4 alkyl)-, heterocyclyl or 
heterocyclyl (C1-C4 alkyl)-; and 
R 7a is independently selected at each occurrence from: 
10 -H, 

"C5-C10 alky!, C3-C10 alkenyl, C3-C10 alkynyl, 

C1-C10 haloalkyl with 1-10 halogens, C2-C8 
alkoxyalkyl, C3-C6 cycloalkyl, C4- 
C12 cycldalkylalkyl, C5-C10 cycloalkenyl , 
15 or C6-C14 \cycloalkenylalkyl, each 

optionally/^ubstituted with 1 to 3 

idependently selected at each 
-om C1-C6 alkyl, C3- 
C6 cycloalkyl, halo, C1-C4 haloalkyl, 
20 cyano, OR 15 , >SH, S(0) n R 13 , COR 15 , CO2R 15 , 

OC(0)R 13 , NR 8 QOR 15 , N(COR 15 ) 2 / NrScONR 1 6 R 15 , 
NR 8 C02R 13 / NR^R 15 , C0NR 16 R 15 , aryl, 

heteroaryl or neterocyclyl , 
-aryl, aryl (C1-C4 alkyl), heteroaryl, 
25 heteroaryl (Ci-C4\ alkyl) , heterocyclyl or 

heterocyclyl (C1-A4 alkyl) ; 



substitue 
occurrence 



alternatively, NR 6 R 7 and NR 6 ¥R 7a are independently 
piperidine, pyrrolidine, pipeVazine, N- 
30 methylpiperazine, morpholine or thiomorpholine, each 
optionally substituted with l-\3 C1-C4 alkyl groups. 

15. A compound of claim 4 and Isomers thereof, 
stereoisomeric forms thereof, or\ mixtures of 
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ster^pisomeric forms thereof, and pharmaceutical^ 
acceptable salt forms thereof wherein: 

R6a and\R 7a are identical and are selected from: 

-c\-C 4 alkyl or C3-C6 cycloalkyl, each optionally 
substituted with 1 to 3 substituents 
independently selected at each occurrence from 
\C1-C6 alkyl, C 3 -C 6 cycloalkyl, halo, C1-C4 
laloalkyl, cyano, ORIS, S H, S(0) n R 13 , -COR", 
C \) 2 R 15 , 0C(0)R13, NR8COR15, N(CORl5)2, 
Nr\cONTR16R15, NR8CO2R 13 , NR16R15, CONR16R15, 
aryA, heteroaryl or heterocyclyl, and 
-aryl or h,eteroaryl 

16. A compound W claim 4 and isomers thereof, 
stereoisomeric foVms thereof, or mixtures of 
stereoisomer^ forms thereof, and pharmaceutical ly 
acceptable salt foitms thereof wherein: 



R6a is selected frof 
-H, 

-C1-C10 alkyl, C3V-C10 alkenyl, C3-C10 alkynyl, 

C1-C10 haloa\kyl with 1-10 halogens, C2-C8 
alkoxyalkyl, C3-C6 cycloalkyl, C4- 
C12 cycloalkylVlkyl, C5-C10 cycloalkenyl, 
or C6-C14 cycldalkenylalkyl, each 
optionally substituted with 1 to 3 
substituents independently selected at each 
occurrence from c\-C6 alkyl, C3- 
C6 cycloalkyl, halV C1-C4 haloalkyl, 
cyano, OR^ , SH, sfo)nR 13 , COR^S, C 0 2 R 15 , 
OCtOlR^, Nr8 C Or15, WoRl5)2, NrBcONrI 6 R 15 , 
NR 8 C0 2 R 13 , NR 16 R 15 , CtoNR 16 R 15 , aryl, 
heteroaryl or heterocyclyl, 
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~Vryl, aryl(Ci.-C4 alkyl) , heteroaryl, 

heteroaryl (C1-C4 alkyl), heterocyclyl or 
heterocyclyl (C1-C4 alkyl) ; 

R7a is selected from: 

-C1YC4 alkyl and each such C1-C4 alkyl is 

substituted with 1-3 substituents 
independently selected at each occurrence from 
\Ci-C 6 alkyl, C 3 -C 6 cycloalkyl, halo, C1-C4 

iloalkyl, cyano, OR", SH, S(0)nRl3 / COR15, 
0C(0)Rl3, NR8COR15, N(CORl5) 2 , 
NR$CONRl6 R 15, NR8C02R 13 / NR16R15, CONR16R15, 
aryV, heteroaryl or heterocyclyl. 



17. A compound of claim 4 and isomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomeric fbrms thereof, and pharmaceutical^ 
acceptable salt fprms thereof wherein: 



one of R 6a and R 7a 
-C3-C6 cycloa 



.elected from: 

each such C3-C6 cycloalkyl 

optionally substituted with 1-3 substituents 
independently selected at each occurrence from 
C1-C6 alkyl, C3-Cfi cycloalkyl, halo, C1-C4 
haloalkyl, cyano,\oRi5, SH, S(0)nRi3, COR", 
C02R 15 , 0C(0)R13 / AR8COR15, N(CORl5) 2 , 
NR8CONR16R15, NRQCoW 3 , NRl^RlS, CONRl^RlS, 

aryl, heteroaryl or yieterocyclyl, 
-aryl, 

-heteroaryl or 
-heterocyclyl , 
and the other of R 6a and R 7a \is unsubst ituted C1-C4 

alkyl. 



18, A compound of claim 4 and\isomers thereof, 
stereoisomeric forms thereof, on mixtures of 
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stereoisomeric forms thereof, and pharmaceut ically 
acceptable salt forms thereof wherein 
R6a Lid R 7a are independently H or C1-C10 alkyl, 
each \uch C1-C10 alkyl optionally substituted with 
1 to 3\substituents independently selected at each 
occurrence from C1-C6 alkyl, C3-C6 cycloalkyl, 
halo, c\-C4 haloalkyl, cyano, OR 15 , SH, S(0) n R 13 , 
COR 15 , COgR 15 , OC(0)R 13 , NR 8 COR 15 , N(COR 15 ) 2 , 
R8 C ONRl6 R b, N r8c0 2 R 13 , NR^R 15 , C ONR16r15, aryl , 

heteroaryl \or heterocyclyl . 



15 



20 



25 



30 



35 



19. A compound of claim 14 and isomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomeriA forms thereof, and pharmaceutical^ 
acceptable salti forms thereof wherein Ar is phenyl, 
pyridyl or 2, 3-dihydrobenzofuranyl, and each Ar is 
optionally subst\tuted with 1 to 4 R 4 substituents 



20. A compound o 
stereoisomeric fo 
stereoisomeric foi 



laim 15 and isomers thereof, 
thereof, or mixtures of 
thereof, and pharmaceut ically 
acceptable salt formW thereof wherein Ar is phenyl, 
pyridyl or 2, 3-dihydrV>benzofuranyl, and each Ar is 
optionally substituted with 1 to 4 R 4 substituents. 

21. A compound of claiVi 16 and isomers thereof, 
stereoisomeric forms theVeof, or mixtures of 
stereoisomeric forms theAeof, and pharmaceutical^ 
acceptable salt forms theVeof wherein Ar is phenyl, 
pyridyl or 2, 3-dihydrobenzbfuranyl, and each Ar is 
optionally substituted with\l to 4 R 4 substituents. 

22. A compound of claim 17 ar>d isomers thereof, 
stereoisomeric forms thereof, Nor mixtures of 
stereoisomeric forms thereof, dnd pharmaceutical^ 
acceptable salt forms thereof wherein Ar is phenyl, 
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pyr\dyl or 2 , 3-dihydrobenzofuranyl , and each Ar is 
optibnally substituted with 1 to 4 R 4 substituents . 

23. V compound of claim 18 and isomers thereof, 
stereoVsomeric forms thereof, or mixtures of 
stereoiVomeric forms thereof, and pharmaceutical ly 
acceptable salt forms thereof wherein Ar is phenyl, 
pyridyl oV 2, 3-dihydrobenzofuranyl, and each Ar is 
optionallA substituted with 1 to 4 R 4 substituents. 

24. A compound of claim 4 and isomers thereof, 
stereoisomer!^ forms thereof, or mixtures of 
stereoisomeriic forms thereof, and pharmaceutical ly 
acceptable salV forms thereof wherein 

-Ar is pheVyl, pyridyl or 2, 3-dihydrobenzofuranyl, 

and eLh Ar is optionally substituted with 1 

to 4 R*v substituents, 
-R 1 and R 2 a£\e independently selected from H, C1-C4 

alkyl, c\-C6 cycloalkyl, C4-C10 

cycloalkyYplkyl . 

25. A compound of c'lMim 14 and isomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomeric forms thWeof, and pharmaceutical ly 
acceptable salt forms thWeof wherein 

-Ar is phenyl, pyridyl or 2, 3-dihydrobenzofuranyl, 

and each Ar is Wionally substituted with 1 

to 4 R 4 substitutents, 
-Rl and R 2 are independently selected from H, C1-C4 

alkyl, C3-C6 cycldalkyl, C4-C10 

cycloalkylalkyl . 

26. A compound of claim 15 anA isomers thereof, 
stereoisomeric forms thereof, oA mixtures of 
stereoisomeric forms thereof, andv pharmaceutical ly 
acceptable salt forms thereof wherein 
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-Ar\j.s phenyl, pyridyl or 2, 3-dihydrobenzofuranyl, 
\and each Ar is optionally substituted with 1 
4 R 4 substituents, 
-R 1 anA R 2 are independently selected from H, C1-C4 
alKsyl, C3-C6 cycloalkyl, C4-C10 
cycrbalkylalkyl . 

27. A compound claim 16 and isomers thereof, 
stereoisomeric foirms thereof, or mixtures of 
stereoisomeric forks thereof, and pharmaceutical ly 
acceptable salt forms thereof wherein 

-Ar is phenyl, toyridyl or 2, 3-dihydrobenzofuranyl, 

and each aA is optionally substituted with 1 

to 4 R 4 substituents, 
-R 1 and R 2 are independently selected from H, C1-C4 

alkyl, C3-C6 dsycloalkyl, C4-C10 

cycloalkylalky- 

28. A compound of claim iVJand isomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomeric forms thereof\ and pharmaceutical^ 
acceptable salt forms thereof\ wherein 

-Ar is phenyl, pyridyl or\ 2, 3-dihydrobenzofuranyl , 

and each Ar is optionally substituted with 1 

to 4 R 4 substituents, 
-R 1 and R 2 are independent!^ selected from H, C1-C4 

alkyl, C3-C6 cycloalkyl\ C4-C10 

cycloalkylalkyl 



29. A compound of claim 18 and isomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomeric forms thereof, and pha^maceutically 
acceptable salt forms thereof wherein 

-Ar is phenyl, pyridyl or 2, 3-dih^drobenzofuranyl , 

and each Ar is optionally substituted with 1 

to 4 R 4 substituents, 
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15 



20 



-R 1 Vnd R 2 are independently selected from H, C1-C4 
\alkyl, C3-C6 cycloalkyl, C4-C10 
cycloalkylalkyl . 

30. A compound of claim 24 and isomers thereof, 
stereoisomeric forms thereof, or mixtures of 
stereoisomerid forms thereof, and pharmaceutical ly 
acceptable salfe forms thereof wherein 
R.6a an d R 7a are\ independently H or C1-C10 alkyl, 
each such Ci-Cio\ alkyl optionally substituted with 
1 to 3 substituertts independently selected at each 
occurrence from c\-C6 alkyl, C3-C6 cycloalkyl, 
halo, C1-C4 haloalVyl, cyano, OR 15 , SH, S (O) n R 13 , 
COR 15 , C02R 15 , OC(Q)R 13 , NR^COR 15 , N(COR 15 )2, 
r8 C ONR 16 R 15 , NR8CO2V 13 , NR l6 R 15 , CONR 16 R 15 , aryl, 
heteroaryl or hetero^yclyl 



31 . A compound of cl 
stereoisomeric forms ft 



Tin 4 and isomers thereof, 



25 



sreof, or mixtures of 
stereoisomeric forms thWeof, and pharmaceutical^ 
acceptable salt forms thereof wherein R 1 is 
independently selected ati each occurrence from H, Ci- 
C4 alkyl, C2-C4 alkenyl, S2-C4 alkynyl, halo, CN, Ci- 
C4 haloalkyl, C1-C12 hydroVyalkyl, C2-C12 alkoxyalkyl, 
C3-C6 cycloalkyl, C4-C10 cyVloalkylalkyl . 



32. A compound of claim 4 and isomers thereof, 
stereoisomeric forms thereof, W mixtures of 
stereoisomeric forms thereof, and pharmaceutical ly 
30 acceptable salt forms thereof wherein R 2 is selected 
from H, C1-C4 alkyl, C2-C4 alkenVl, C2-C4 alkynyl, C 3 - 
C6 cycloalkyl, C4-C10 cycloalkylal^cyl , C1-C4 
hydroxyalkyl, halo, CN, -NR^R 7 , C1VC4 haloalkyl, -OR 7 



-211- 



DM-6864 

33. V compound of claim 4 and isomers thereof, 
stereAisomeric forms thereof, or mixtures of 
stereoisomeric forms thereof, and pharmaceut ically 
acceptable salt forms thereof wherein R 4 is 
independently selected at each occurrence from: Ci- 
Cio alkyl, C2-C10 alkenyl, C3-C6 cycloalkyl, C4- 

C12 cyclcklkylalkyl, halo, CN, C1-C4 haloalkyl, NR 6 K 7 # 

COR 7 , OR 7 \ where each such C1-C10 alkyl, C2~ 

C10 alkenyl, C2~ C3-C6 cycloalkyl and C4- 

C12 cycloalVylalkyl are optionally substituted with 1 

to 3 substitoaents independently selected at each 

occurrence Aom C1-C4 alkyl, Nr6r7, COR 7 OR 7 , CO2R 7 . 

34, A compourrd of claim 4 and isomers thereof, 
stereoisomeric \forms thereof, or mixtures of 
stereoisomeric forms thereof, and pharmaceutical^ 
acceptable salt forms thereof wherein R 4 is 
independently selected at each occurrence from: H, 
Ci-Cio alkyl, C1-C4 alkoxy, halo, CN and -Nr6r7 . 

35- A pharmaceut icaj\x6ompos it ion comprising a 
pharmaceutical^ acceptable carrier and a therapeutical- 
ly effective amount of a compound of claim 5, 14, 15 and 

19# \ 

36. A method of treating affective disorder, anxiety, 
depression, headache, irrdtable bowel syndrome, post- 
traumatic stress disorder \ supranuclear palsy, immune 
suppression, Alzheimer's disease, gastrointestinal 
diseases, anorexia nervosa or other feeding disorder, 
drug addiction, drug or alcohol withdrawal symptoms, 
inflammatory diseases, cardiovascular or heart-related 
diseases, fertility problems, human immunodeficiency 
virus infections, hemorrhagic sttress, obesity, 
infertility, head and spinal com traumas, epilepsy, 
stroke, ulcers, amyotrophic lateral sclerosis, 
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hypoglycemia or a \disorder the treatment of which can be 
effected or facilitated by antagonizing CRF, including 
but not limited to JkttLsorders induced or facilitated by 
CRF, in mammals comfctising administering to the mammal a 
therapeutically effective amount of a compound of claim 
claim 4, 5, 14, 15 an\* 19. 
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